590 'CHEMOTHERAPY

OCT. 1981

MM RIS R TE 31T 5 KW-1070 o iR g s it

AFAE-EEM% - BE BH-FHF #
REH_E-BNBE - KHFILZ

I LI K 57 ER 2 4 O PR B
i S 4
VR LI+ A B 0 PR 28 ot
B " —
TR AL 7 SRR B2 A PR B
B R E
PR LI A S B O R B8 ot
Ao % B
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WR BBHAR O BME M R IR RERSE 43 Blicsx L KW-1070 %85 L7o,

HEHEL1E 400mg H5H\ik 800mg & L, ¥I5 2@ THE 5AMFELE, £4
FEPRZHFI% 400mg ¥ 14 FEGIT 57%, 800mg B 23 fEGIT 48% DHEYRTH 720 LEET
BEBKPDREL 2D &, HERRHTIE 400mg BT 55%, 800mg BT 53% OEBHETH Y,
BARRHETIINET 67%, hET 25% DEHRTH -7,

MIEFHIZRL, 400mg BT 17 Bk 13 £k (77%) #5, ¥ 7 800mg BT 27 #eh 19 4 (70
%) H & AWK LI,

BIffAIE LT 400mg Fiz14), BUN OBREER YDA MBE T2 ZIEMRIDich -

1o

KW-1070 (fortimicin) X ZA LN RAELE-FLW7
$ EEGRIER T, Figl R L¥ERENOHRR
ETHH'D, FRAXFEHRETH 5 fortamine ¥4ty
pseudo-disaccharideC & b, = 0L oK
X b GM,DKB,AMK ¢ oMz 7 1 / REGRITEFTR
ELBRC X 5t & 2R R e & h 6 BRIt x
TTHEREC LB LHENLNHBFE SR DY, o
BRRo7 ¢ /EEERAEH L ASEEHERCH Y
REMCEOEEHBECRFICER SRS Z EMNRE X
hTws, 26T, B HERCHT2EENTFHC L
KRDEHEFEDO 1 2L LTHRESHTVBY,

SE, bhbh X RBCEREBYH T 5 HMHERK
RPFER S L, KW-1070 2 (R L, Z0BEKHES L
VEIfFRC OB TR LD TEDOREYRET 5,

I. BSMNRELVESHE

PR 54 4£ 10 A X VEBFN 55 £ 4 Bichbotc b MLk

FEFTMHBHEIMERESEH B X 0% 0 BaERE I L

T, REBCEBRERELHE T OB RRERELZHX
NIABRESE 43 B XNE & L, HBEAD BELE
%, BRZHE &5 X O FEE L L2 Table 1-1~1~2
CRTERDTHS,

KW-1070 1z, 1H 400mg %%\ it 800mg & L,
S 2B THEL HEARLS BREARY
&L,

REDOAHRIGEE B % 8 fFE0 (400mg B 2 fEH,

Fig.1 Chemical structure of KW-1070
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800mg Tt 6 fEGY), 1BI:IFRESE 35 fEGI (400mg B¥ 14
fE(, 800mg B 21 fEFI) TH-7

BEDEMIL 400mg TET 46 B, 5 B3R, Ty 72
i, i 800mg MET 17 b 85 B, P 68T
Botoo tEFIL 400mg HTH 13 4, X3L/THY,
800mg MTH 22 &, T5HTH-To

1. B K 2 %

ZR¥EE UTI 40 UTI R0 L8 (F2
MY B LTTE » o RORHEBEML, RFPEEAN
10¢/ml ki X OPTEDORER I REX BT ShTu
e\ 6 fE( (400mg B¥ 2 fEBY, 800mg T¥ 4 FEFD *BX
\ 7o 400mg T 14 fE), 800mg ¥ 23 fEFMTH -1

1. RERCHTLHR

400mg WTIL, EWILIERN ABW2LEATHY,
E#¥b+ek%®R L 43% T H- 1= (Table2), 800mg
BT, E#HL3ES, BHIEATHY, E¥L+H
FRIL 26% T -1 (Table 3),

2. MEFRCHTIHRE

400mg BHTRBHIL6ES, B 1EATHY, B
HAL+ WA RIL 50% TH -7 (Table 2), 800mg ¥
TIAHIL6 ER, B 2EMATH Y, BEAHEIR
X 35% TH -1t (Table 3),

3. BRABRKHE

400mg HCEH2EMN, BRI, EXHEEHT
BHRE 57% THH, 800mg HTEX2EM, HHI
fEG, &% 12 R THYR 48% TH -1 (Table2,
3)0

RN AERDRELYAD L, BMREFHTIL 400
mg BT 55%, 800mg WT 53% OHEB/ELTHH, B
BRBETIT 400mg FFT 67%, 800mg W T 25% O
BEZHETH -7 (Table 4,5),

¥tehT—7 A BEETIL 400mg BT 50%, 800
mg BT 43%, —HH» T —TAFFHBHETIZ00mg F
T 60%, 800mg BT 50% DEXETH -7 (Table
4,5)0

Response | Side effect

drop out
drop out

treatment
+
.H_

Post-

Pyuria

treatment
H+

Pre-

Post-treatment
P. putida
P. acruginosa
(10%)

1.56
1.56
56
100

1.

DKB | AMK

(Contid)
1.56
1.56
0.78
>100

Organisms (,'ml)
0.78
0.78
1.56
6.25

MIC(ug/ml) 10°/ 10"

KW-1070f GM

Table 1-2

6.25
6.25
6.25
12.5

(10*)
(10°)

Pre-treatment
K. pncumoniae
P. mirabilis

P. putida

UTI
group

II1. AEFHPIR

HERRpD O 8 L X cEkE 400mg BT 17,
800mg BT 27 Bk TH »7co KW-1070 HEiz X H 400
mg BT 13 Bk (77%) Hil%kL, 800mg HTIX 19
B (70%) »i4%kL1-, FEHEEM Pseudomonas &
P. aeruginosa 3 X V¢ 400mg T T D S. marcescens
TH -1 (Table 6,7),

LT 44 3k 32 HAEAL, HEARRX T3% T
b el T:o

BRI 2B &, S aureus i XD 75 KBERE,
Enterobacter, Citrobacter, E.coli, Klebsiella ¥ XU

Diagnosis
C.CC.
(Bladder cancer)
CCC.
(Prostatic cancer)

(Underlying disease)

Sex
Age
F
M
69

26
27

No.
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Table 2 Overall clinical efficacy of KW-1070 in complicated U.T.I. (400mg/day)

Bacteriuria Pyuria Cleared Decreased Unchanged Efficacy on bacteriuria
Eliminated E‘Zﬂ 3 6 (437) )
Decreased 1 1 (7%) o

Replaced 1 3 4 (29%) -
Unchanged 1 1 3 (21%)
Efficacy on pyuria 4 (297) 2 (14%) 8 (57%) Case total 14 o
:\ Excelient 2 (14%) Overall effectiveness rate
8/14 (57%)
Moderate 6
Poor (or failed) 6

Table 3 Overall clinical efficacy of KW-1070 in complicated U.T.I. (800mg/day)

Bacteriuria Pyuria Cleared Decreased Unchanged Efficacy on bacteriuria
Eliminated I‘ 3 6 (26%)
Decreased 2 2 (9%)
Replaced 1 5 8 (35%)
Unchanged 7 7 (30%)

Efficacy on pyuria 3 (13%) 3 (13%) 17 (74%) Case total 23

:] Excellent 2 (9%) Overall effectiveness rate

11/23 (4875)

Moderate 9

Poor (or failed) 12

Proteus BIXFRAER L bIT 100% DELER D1
M, Serratia |BCit 400mg BT 4k 24k (50%),

800mg B¢ 5 #keh 5 1k (100%) DK TH -1, Pseu-
domonas J§Ci 400mg BT 6#keh 48k (67%), 800
mg T 10 &P 28k (20%) DHEATH b it

NRTUEWHERETH-7c (Table6,7), = D Z & i3,

Pseudomonas DI} XU Pseudomonas B &t
BARYIES &« OMEEES & DR GBEKSR L OK
BTXVEETH-I, Ticbb, Table8 imT X5
CHABEE L Lo Pseudomonas BOBL L i\~ 5EHI
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Table 4 Overall clinical efficacy of KW-1070 classified by type of infection (400mg/day)
G No. of  (Percent | gy ojjent | Moderate| Poor effeoc‘;?;::'lless
roup cases  of total) rate
1st group (Catheter indwelt) 4 (297,) 2 2 50 %
§ 2nd group (Post-prostatectomy) 1( 8%) 1 100 %
3
g 3rd group (Upper U.T.L) 0( %) %
L
®
oz 4th group (Lower U.T.L) 6 ( 43%) 3 3 50 %
Subtotal 11 ( 7970) 1 5 5 55 %
_S 5th group (Catheter indwelt) 0( %) %
§ |
£ 6th group (No catheter indwelt) 3(21%) 1 1o 67 %
E —
= Subtotal 3 (217%) 1 1 | 1 | 67 %
Total 14 (100%) 2 6 6 57 %
Table 5 Overall clinical efficacy of KW-1070 classified by type of infection (800mg /day )
Grou No. of  (Percent iExcell t | Moderat 1P r eff?c\g:g:\less
P cases  of total) ent ) Moderate; Foo rate
1st group (Catheter indwelt) 6 ( 26%) 3 3 50 %
5 2nd group (Post-prostatectomy) 6 ( 267,) 4 2 67 %
E |
g 3rd group (Upper U.T.L) 3 (13%) | 2 1 67 %
L7
E" |
2] 4th group (Lower U.T.I.) 4 (17%) 1 3 25 %
Subtotal 19 ( 83%) 1 9 9 53 %
] 5th group (Catheter indwelt) 1( 4%) 1 0 %
g |
8 6th group (No catheter indwelt) 3 (13%) 1 i 2 33 %
B ‘
s 1
s Subtotal RS R T 3 %5 %
Total 23 (100%) | 2 | 9 12 48 %
| |

DEBRIT 60% LIEXRTDICHK L, Pseudomonas
BOBLETBIEMCH LTI 50% »5\WEFhLTo
BHRTH -1z 26 TH B & Pseudomonas [ DEIL-
LW ER T D BXRIiT 67%, Pseudomonas |§DBY
ETHEFTOREYRIL 31% Thol,
BEHEHBIEIL 400mg H Tk 75 2B E» T C

#»b, 800mg B TIXfic Pseudomonas BHZEHLI
7 (Table 9, 10),

1V. MIC &BE¥a%HR

KW-1070 © MIC % J%E L x 7 Bk 400mg &
T 14 ¥, 800mg BT 16 ¥ TH »1-o 10%cells/ml ©
BEEB RIS MIC 40 ©— 7% 400mg H T
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. Table 6 Bacteriological response to KW-1070
. in complicated U.T.I (400mg/day)

Isolated | No. of strains|Eradicated (%)| Persisted
S. aureus 1 1 (100%)
Enterobacter 2 2 (100%)
Citrobacter 1 1 (100%)

P. mirabilis 2 2 (10075)
P. morganii 1 1 (10075)
Serratia 4 2 (50%) 2
Pseudomonas 5 3 ( 60%) 2
P. cepacia 1 1 (100%
Total 17 13 ( 77%) 4
Table 7 Bacteriological response to KW-1070
in complicated U.T.I. (800mg, day)

Isolated | No. of strains [Eradicated (%)| Persisted
S. aureus 1 1 (100%)

S. epidermidis 2 2 (100%)

S. faecalis 2 2 (100%)

E. cloacae 1 1 (100%)

E. coli 3 3 (100%)

Klebsiella 1 1 (100%)

P. mirabilis 1 1 (100%)

P. vulgaris 1 1 (100%)

Serratia 3 3 (100%)

S. marcescens 2 2 (100%)

Pseudomonas 5 1 ( 20%) 4

P. aeruginosa 5 1 ( 20%) 4
Total 27 19 ( 70%) 8

Table 8 Clinical efficacy classified by bacteria

Bacteria [Excellent Moderate| Poor Or\l'gsal‘}aﬁgective-
1 5 3 63 %
400 (6375) | (38%)
/,
mg/day 1 2 1 3 50 %
(33%) | (17%) | (50%)
I 2 7 4 69 %
800 (15%) | (54%) | (31%)
mg/day 2 8 20 %
I (20%) | (80%)

I ! Pseudomonas / or Pseudomonas+ «

I I Other ba

cteria

Table 9 Strains appearing after KW-1070 treatment
in complicated U.T.I. (400mg/day)

Isolated No. of strains ( %)
S. epidermidis 2 ( 40%)
a-Streplococcus 1 (20%)
GH) diplococcus 1 (20%)
GNF.GNR 1 (20%)
Total 5 (100%)

Table 10 Strains appearing after KW-1070 treatment
in complicated U.T.I. (800mg/day)

Isolates No. of strains (%)
S. epidermidis 1 (1107)
S. faccalis 1 (10%)
Enterobacter 2 (20%)
P. aeruginosa 2 (20%)
P. cepacia 1 (10%)
P. putida 1 (10%)
P. maltophilia 1 (10%)
Candida 1 (10%)

Total 10 (100%)

Fig.2 Relation between MIC and bacterio-
logical response in KW-1070 treatment

10° cells/ml
100+
[ =400 mg/day (14 strains)

o 800 mg/day (16 strains)
:.é F

gt

2 501
£
=

El
E
3
(8]
oL N N " L " 1 L L
=0.20.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
(ug/ml)

400mg 111 4 35 1]o1 |11 |11
[day 100%) (100%) | (60%) (100%) | (0%) | (100%) | (100%)
800mg 5/5 | 4/5fon |13 |on|on
/day (100%) [ (80%) | (o) | (3% | (%) | (0%)

No. of strains eradicated/No. of strains isolated

6.25ug/ml, 800mg F¥T 6.25ug/ml~12.5ug/ml T
Botmo Tt 3.13ug/ml LT OB 800mg Bicid
1% LD ORI, (Fig.2), ¥4 MIC T & 0y
%R% 12.5ug/ml LT E 25ug/ml LI EE CRA LT
Zbh L, 400mg BT 80% & 75%, 800mg BET 90%
& 17% TH 1o 800mg B MIC 25ug/ml [ Lo
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Witk 6 #kD 5 % Pseudomonas Byt 5 ¥k HDTEDE

a2 |3 \ ;
%E THOEML 17% L\ 3 {EVIH%EKTH 7 (Table 1-
E I 2)o
g:;i s GM, AMK % X 7% DKB fitP: ¥ (MIC 12.5 ug/ml
" b)) 0Bl T h otk Ec 5 KW-1070 O
[~ " —
EB | meo | cw | o WEHPYRR Fig3ITRLIcL B Y THD, TibbA
§ E -~c | oo | oo
HhS = Fig.3 Sensitivity correlogram and bacterio-
= logical response in KW-1070 treatment
% % : : : : : : 10% cells/ml
§5 = en |~ 100 GM
;5 R0 | v+ | o 50 PS| 212.5.g/ml
< 25 10/30 (33%)
E :_E 12.5 = o Eradicated
5 [r- =) [l wn o : = 7/10(70%)
= | =F =S ¥ 6.25 > S'PS| PS
- = 3.13 i "PS
/| 85 |33 |&3|8= @ 156 T
/ an 0.78 ™
PN 0.39 ‘P
.23 5 N |~
s | 3% |=zz|sSx|ss =02
3 X S02 0.390.78 1.5 3.136.25 12.5 25 50 100 I00<
£ KW-1070 (ug/ml)
o Qo
g 5 wwn
k5 = >100 e g .rg
k] ] Tz
E £ 100 PS
> E | ¥3 s 5 . AMK
§ 5 0 N =12.5ug/ml
g I3 = z 5 © %54/3‘10(4793)
15} S 54 g radicate
M MNIIRL § 123 ! i 11/14(79%)
El5|& o 62 PS[ PS
ol L 1E e z o MG
= |E g CR 1.56 i
3 |= 0.78 " PS
= 2 0.3 [
17} N~
;_% =0.2
<02 0.390.78153.136.5125 25 50 100 100<
8 oo KW-1070 (ug/ml)
©
[o°]
>100 S°['PS PS PY PS[j
SR EEIEEIEE o -
= ow|we | SS 50 ! /1 | |212.50/m
= 25 PS|16/30(53%)
E Eradicated
~ 12.5
- co |ow | ow A 12/16(75
58 33|35 33 2o e
¥ 3.13 o bs|'PS
— 1.56 Ps
2% |55|s3l3s 0.8 Fs
=<0.2
TEN $0.2 0.390.781563.136.2512.5 25 5 100 100<
83 xS 188|138 KW-1070 (ug/ml)
= O ! Eradicated @ : Persisted
S P S ! Pseudomonas
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FIRBEE: MIC JUE 30 #kD 5 bMHHERBEX GM
10 # 33%, AMK 14 ¥k 47%, DKB 16 ¥k 53% Tb
h KW-1070 #r5ic & 5 &Rizthth GM MHEN
T 78 70%, AMK fittE® T 11 ¥k 79%, DKB ik
BT 12 # 75% Thot,

V. M ¥ A

KW-1070 %84 L1z 43 fEGI (400mg B 16 fi2 {,
800mg B 27 G DT, FAKEsEBbhoH
I RRIERIZTES & W T ot BIKMTEHRE TIX
400mg PEEH No. 4 1235\ T BUN OBE LAY
too EEGUE 75 BLB3ME, WISZIRACALE T 15 B H
X b KW-1070 %# & Licb D THhHbH, #4587 BUN
17.9mg/dl LEWMTH»1chy, #5# 32.0mg/dl & L
ALl BERTHRSAEEIDZRED BUN 42.8
mg/dl, Mm% 2> v7F=v 1.8mg/dl, Mm# K6.40m
Eq/L &ieb, 4+ v2cisilsk Ay REZHINE LD
108 B BUN33.3mg/dl, mi#7 v7 %=~ 2.0mg/dl,
i K5.86mEq/L L#B L, 7 ¥ A% TIX BUN 24.5
mg/dl, Mmi% 2 v7 5= 1.3mg/dl, mui% K 4.7mEq/
L #RL, BUN BERBEOHETH S, FHILLS
FREEALEL OIS, TOMMPBESE, Mt
ARECEWTEFAC LS L Bbh 32 REMEIALNL
b tc (Table 11-1,2),

VI # =

KW-1070 (fortimicin) % pseudo-disaccharide & \»
SHHILEMBELHET 5o CORKELTLT ¢ / EfE
GRAEROTELERDOS>H AAC B)-Itk-T7
FMEIRDBLETTHY, MORNFELBERCIZLETR
ETHDo $€->T GM,DKB, AMK LA REHMEI R EA
En, ThoEACmErRTHERECLERNE
HHgEhsC L, 2) Serratia wxt+ 5B H I
X P.aeruginosa izxt L THE N 2R &, 3) 5
v BT ABHEMEX AMK XL BETHD, ¥-0
BEMEDL 7 EBGRIEFHOFTIIRDFEL, RSM
ERAFEL LIS PRETHHC Lt BESh T
B89, REIOBMENEREERIGE IR T 5 KR % 400
mg/H & 800mg/A D 2 BEICTHRE LR, 400mg
PO AERHRIL 57%, 800mg HOLIIL 48% TH
b, BRCHBLICBERGRIAbRIgD -7, = DR
L LT, AHOHE N\ Pseudomonas B0
B LR hEEAKRYSERS 400mg BT 6 i
fl, 800mg FT 10 FEF & 800mg Bz hho
Z DEGITORRA 20 LEr-T LAELLR
%o ¥ MIC #JU%E L L KR DOREREZH ST 800
mg FX L VERZIECOBLTWDZ L —RHEEL
bh, FFOHEELBRIEL R LIS EORSEH

I BIR T A RARBSE B b e i o 1eht,  Pseudo-
monas ROME i\ 0 TOHYE 400mg BT
63%, 800mg BT 69% THBHT &, NhUC 400mg
Braohish-kcEHAL 800mg FiC 15% Abh
oz L #EXARD L Pseudomonas BOBLE L\ B
WAEFI 33 5 A RAEBAE D—Md 5 hdvbh s,

sEoMMIc TS FEBE DO GM, AMK, DKB z3f+
BRI T 12.5ug/ml Ll E (10%cells/ml) OFitEE
HELENRFh 33%, 47%, 53% THHI DI hbp
Kttt e+ 5 KW-1070 0 E¥HBR I ThEh
70%, 79%, 75% L BN I EETH-1, Thb GM,
AMK, DKB itk @0+ XTHMEATRELBKC X
LDOLIIMETERA, D7 i/ REGERIENR
MHRIC KT 5 KW-1070 oK BtE " B3 bhicb ol
HEIND,

BIfEAE LTIY, AFIR X5 %2 bh%HRIE
RIRBFDLNIED -1, BERMAKE T 400mg FoO
1flic BUN oBEELRYZH LU 800mg FitdR
BREMIZTDIeD > 10 ZFOBH/IEILAMK X DB
ELo@&dbo, o7 BEARAER LA
EETAZLRLETHSB,

BEXD, FRRBCEREBTH T HERBE
REEICHZTH S L, Fic GM, DKB, AMK B &I
HRALEHLE2OND,

VII. # %

1 St RERRSEC R L KW-1070 % 1 H400mg
HBH\iE 800mg HHHEL, 400mg B 14 ERPEY
2fEG), AR 6IER, %6 EMTHLRK 57% Th-
7o %7- 800mg ¥ 23 EGIPERY 2 IER, B IEM,
&2 12 FEGITHBE 48% Thoto,

2) ReHEEERCRT 5 EEENHRIT 400mg B
17 #keP 13 Bk (77%), 800mg B¥x 27 #keh 19 £ (70
%) Hil%k Lico Pseudomonas MOPEHIL 400mg,
800mg B & b ICfEMOMARITHL LEN 7,

3) ResyMEET GM, AMK, DKB ftt8 (12.5
ug/ml Ll E 10%ells/ml) A £ % 30 Bk 10 5
(33%), 30#keh 14 ¥k (47%), 30¥keh 164k (53%) T
B0, »poOhbREECT 5 KW-1070 &R
EhEh 10 B 7 (70%), 14 e 11 # (79%),
16 Bk 12 & (75%) TH o710

4) AR XD D LEETE S HMENEIERIE
Bigh - tehs, BERMEMREC T 400mg Fic 1 4 BUN
DBE FR¥EDI,

5) HMERBRRRPECH TS KW-1070 0%,
iz GM, AMK, DKB fiftE#kic s+ 5 HRENEE X
his, ‘
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CLINICAL STUDY ON KW-1070
IN COMPLICATED URINARY TRACT INFECTIONS

Noritaka Isuito, Kazutovyo Mivata, Hitosur Takamoto,
Manasu Hirano, Yujiro Ozaki, Yosuke MATsuMURA
and Hiroyukt OHMoORI
Department of Urology, Okayama University Medical School
ATtsusur Konpo
Department of Urology, Okayama Red Cross Hospital
KaTtsuicHi NanBa
Department of Urology, Okayama City Hoapital
TAKESHI SHIRAGA
Department of Urology, Okayama Saiseikai General Hospital
Yasuniro KaTayama
Department of Urology, Tamano City Hospital
TERUAKI AKAEDA
Department of Urology, Tsuyama Prefectural Central Hospital

KW-1070, a new aminoglycoside antibiotic, is being developed by Kyowa Hakko Kogyo Co., Ltd,
Japan.

1) KW-1070 was intramuscularly administered to patients with complicated urinary tract infec-
tions in a daily dose of 400 or 800mg. Of 14 patients who received 400mg, 2 had marked responsc
and 6 had moderate response, while 6 obtained no benefit. The rate of response was 57%. In 23
patients receiving 800mg, the rate was 48%), since 2 patients had marked and 9 patients had moderate
responses. The remaining 12 patients had no response.

2) As to the effect against bacteria isolated from the urine, 13 of 17 strains (77%) werc eradicated
in the 400-mg group and 19 of 27 strains (70%) were eradicated in the 800-mg group. The rate of
eradication of Pseudomonas was lower than those of other organisms whether the dose administered
was 400mg or 800mg.

3) Of 30 strains isolated from the urine, 10 (33%) were resistant to GM (12.5ug/ml or more to
108cells/ml), 14 (47%) to AMK and 16 (53%) to DKB. KW-1070 could eradicate 7 (70%) of 10 GM-
resistant strains, 11 (79%) of 14 AMK-resistant strains and 12 (75%) of 16 DKB-resistant strains.

4) There were no subjective or objective adverse reactions to KW-1070, except for a slight
elevation in BUN seen in one patient receiving 400mg.

5) This study confirms the effectiveness of KW-1070 in the treatment of complicated urinary
tract infections, and especially the effectiveness against GM-, AMK- and/or DKB-resistant strains.



